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Ms. Elizabeth Platt
Regulatory Affairs Representative
Bio-Rad Laboratories
9500 Jeronimo Road
Irvine, California 92618
Re: Docket #98P-0659/CP 1

Dear Ms. Platt:

This is in response to your petition dated July 31, 1998, requesting two variances from
the requirements of the labeling regulation for natural rubber-containing medical devices,
incorporated in 21 Code of Federal Regulations (CFR) 801.437, which became effective
September 30, 1998. We apologize for the delay in responding to you.

First, your petition requested that Bio-Rad be allowed to omit the statement “This product
contains Dry Natural Rubber,” from the product label affixed to the vials of your in vitro
diagnostic products. The basis for this request is that the vial label is too small to present
additional labeling that would be legible, and that the availability of the required
information on the outer package as well as in the package insert sufficiently informs the
user of the hazard. Second, you proposed that for products manufactured before
September 30, 1998, Bio-Rad be allowed to provide the required information on stickers
affixed to the outer package and in a supplemental package insert placed inside the
package.

The agency is hereby granting your first request to omit the natural rubber information
from the vial’s immediate label and to provide the information elsewhere on the outer
package and in the package insert.

As you know, the final rule for natural rubber containing devices (21 CFR 801.437)
requires you declare the presence of natural rubber on all device labels, other labeling, the
principal display panel of the device packaging, the outside-package, container or
wrapper, and the immediate device package, container, or wrapper. Despite this
approach to ensure complete labeling, the agency recognizes that some immediate
containers, such as your product’s vials, are too small or otherwise unable to
accommodate a label with sufficient space to bear all such information and the vials are
packaged in an outer container.

The regulation covering labeling for in-vitro diagnostic products allows these products to
bear statements of warnings and precautions on the outer container labeling when the
immediate containers are too small or otherwise unable to accommodate the warnings (21
CFR 809.10(a)(10)). Such warnings are also required on the package inserts of
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diagnostic products. Therefore, the agency has routinely allowed required warnings to be
listed on the outer package and the package insert of in vitro diagnostic products, as
appropriate to the hazard presented by the product.

The labeling variance you have proposed conforms to the precedent established by the
agency under the general labeling requirements for in vitro diagnostic products, under 21
CFR 809.10, and the agency’s treatment of warnings for reagents in package inserts.
Accordingly, the agency will not consider your in vitro diagnostic product misbranded by
omitting the natural rubber warning information from the immediate container provided
this information appears on the outer package and the package insert, and provided the
information otherwise conforms with the requirements of 21 CFR 801.437.

The agency is also granting your request for a second variance, which is to provide the
required information on stickers affixed to the outer package and in a supplemental
package insert placed inside the package for in vitro diagnostic products manufactured
before September 30, 1998, but distributed after that date. The final rule allows the use
of stickers in supplementary labeling to provide the required labeling information. This
will avoid extensive repackaging of existing product inventory that will not be sold prior
to the implementation period.

The agency welcomes your effort to implement the new labeling requirements by the
effective date of the final rule. We understand, however, that some manufacturers may
have assumed that their in vitro diagnostic products were not covered by the final rule.
Consequently, they had not completed the steps necessary for relabeling products by
September 30, 1998. As a result, the agency intends to exercise its enforcement
discretion by suspending regulatory action for failure to provide natural rubber labeling
information provided manufacturers are in full compliance with labeling requirements as
of September 26, 1999.

I hope this response has been helpful

Sincerely yours,
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Elizabeth D. Jacobson, Ph.D.

Acting Director

Center for Devices and
Radiological Health



